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Figure 1 
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= SOLID SUPPORT 

= TERMINAL PROTECTING GROUP 

FOR EXAMPLE: 
DIMETHOXYTRITYL (DMT) 



(2) 

iXLAAAAA. 



CLEAVABLE LINKER 
(FOR EXAMPLE: NUCLEOTIDE SUCCD^ATE OR 
INVERTED DEOXYABASIC SUCCINATE) 

CLEAVABLE LINKER 
(FOR EXAMPLE: NUCLEOTIDE SUCCINATE OR 
INVERTED DEOXYABASIC SUCCINATE) 
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Figure 2 
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Figure 4 



B 



SENSE STRAND (SEQ ID NO 1883) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS N) 

5'- B-NNNNNNNNNNNNNNNNNNN(NN)-B -3' 

3'- L-(NsN)NNNNNNNNNNNNNNNNNNN -5* 

ANTISENSE STRAND (SEQ ID NO 1884) 
ALL POSITIONS RIBONUCLEOTIDE EXCEPT POSITIONS (N N) 



SENSE STRAND (SEQ ID NO 1 885) 
ALL PYRIMIDINES - 2'-FLUORO AND ALL PURINES = 2'-OM EXCEPT POSITIONS (N N) 



5*- 
3'- 



NNNNNNNNNNNNNNNNNNN(NsN) -3' 
L-(NsN)NNNNNNNNNNNNNNNNNNN -5' 



ALL PYRIMIDINES 



ANTISENSE STRAND (SEQ ID NO 1886) 
= 2*-FLU0R0 AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 



SENSE STRAND (SEQ ID NO 1887) 
ALL PYRIMIDINES = 2'-0-ME OR 2'-FLUORO EXCEPT POSITIONS (N N) 

5*- B-NNNNNNNNNNNNNNNNNNN(NN)-B 
3'- L-(NsN)NNNNNNNNNNNNNNNNNNN 

ANTISENSE STRAND (SEQ ID NO 1888) 
ALL PYRIMIDINES = 2*-FLUORO EXCEPT POSITIONS (N N) 



-3* 
-5' 



SENSE STRAND (SEQ ID NO 1889) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

5*- B.NNNNNNNNNNNNNNNNNNN(NN)-B -3' 

3'- L-(NsN)NNNNNNNNNNNNNNNNNNN -5* 

ANTISENSE STRAND (SEQ ID NO 1 886) 
ALL PYRIMIDINES = 2'-FLUORO AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 
<^ - 

SENSE STRAND (SEQ ID NO 1 890) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) 

5'- B-NNNNNNNNNNNNNNNNNNN(NN)-B -3» 

3'- L-(NN)NNNNNNNNNNNNNNNNNNN -5* 

ANTISENSE STRAND (SEQ ID NO 1886) 
ALL PYRIMIDINES - 2'-FLU0R0 AND ALL PURINES = 2'-0-ME EXCEPT POSITIONS (N N) 

SENSE STRAND (SEQ ID NO 1889) 
ALL PYRIMIDINES « 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DEOXY 

5*- B-NNNNNNNNNNNNNNNNNNN(NN)-B -3' 

-5' 



B-NNNNNNNNNNNNNNNNNNN(NN)-B 
L-(NsN)NNNNNNNNNNNNNNNNNNN 



ANTISENSE STRAND (SEQ ID NO 1891) 
ALL PYRIMIDINES = 2'-FLUORO EXCEPT POSITIONS (N N) AND ALL PURINES = 2'-DE0XY 
V. 

POSmONS 0^ CAN (X>MPRISE ANY NUCLEOTIDE, SUCH AS DEOXYNUCLEOTIDES 
(eg. THYMIDINE) OR UNIVERSAL BASES ™.^txt r^K^ 

B = AB ASIC, INVERTED AB ASIC, INVERTED NUCLEOTIDE OR OTHER TERMINAL CAP 

THAT IS OPTIONALLY PRESENT 
L = GLYCERYL OR B THAT IS OPTIONALLY PRESENT 

S - PHOSPHOROTHIOATE ORPHOSPHORODHHIOATE THAT IS OPTIONALLY ABSENT 
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Figure 5 



5*- 



5'- 
3'- 



5'- 
3*- 



5'- 
3'- 



5'- 

E ^ 3'- 



5'- 
3'- 



SENSE STRAND (SEQ HD NO 1892) 



iB-CAUGGCUGCCAUCUGCGCCrr-iB -3' 



3'- L-TsJ GUACCGACGGUAGACGCGG 

ANTISENSE STRAND (SEQ ID NO 1 893) 



SENSE STRAND (SEQ ID NO 1894) 

cauggcMgccaMCMgcgccTsr 
L-rsrg«accgacggMagacgcgg 

ANTISENSE STRAND (SEQ ID NO 1895) 



SENSE STRAND (SEQ ID NO 1896) 

iB-c A u G G c u G c c A u c u G c G c c r r-iB 
L-TsTGm AccGAcGGuAGAcGcGG 

ANTISENSE STRAND (SEQ ID NO 1897) 

SENSE STRAND (SEQ ID NO 1898) 

iQ.cAuGGcuGccAucuGcGccTT-\B 
L-JgrgMaccgacgguagacgcgg 

ANTISENSE STRAND (SEQ ID NO 1895) 

SENSE STRAND (SEQ ID NO 1899) 

iB-cAuGGcMGccAucuGcGcc JT-iB 
L-rsTguaccgacggwagacgcgg 

ANTISENSE STRAND (SEQ ID NO 1895) 



SENSE STRAND (SEQ ID NO 1898) 

iB-cAuGGcuGccAucuGc GccTT-iB 
L-TsTGuAccGAcGGuA GAcGcGG 

ANTISENSE STRAND (SEQ ID NO 1900) 



-5' 



-3' 
-5' 



-3' 
-5' 



-3' 
-5' 



-3' 
-5- ^ 



-3' 
-5" 



lowercase = 2'.0-Methylor2--deoxy-2'-fl«oro g^^^^i^^fo^^^^c 

underline = 2'-0-methyl PHOSPHORODITHIOATE OPTIONALLY PRESENT 



wo 2005/003350 



PCT/US2004/020516 



6/29 



< 



CO 



OQ 
CO 



CO 



CO 



CO 

g 

CO 



CO 
CO 



CO 
CO 



pa 

CO 



CO 





CO 
CO 



GO 

§ 

CO 



CO 

§ 

CO 
I— ( 

H 



00 

§ 

CO 



OQ 
CO 



OQ 

§ 

CO 



00 

§ 

CO 



00 

g 

CO 




PQ 

CO 

§ 

00 



o 



CO 



rn 

T-T 

o 

II 



wo 2005/003350 



PCT/US2004/020516 



7/29 



5p up 




wo 2005/003350 



PCT/US2004/020516 



8/29 



X XI 
X X 



2 



2! § 



CO 



P9 



IS 



I/) 




o 



1^ 

i 

o 
Pi 

Ph 



C/3 



o 

i 



22zx 



wo 2005/003350 



PCT/US2004/020SI6 



10/29 




wo 2005/003350 



PCT/US2004/020516 



11/29 




wo 200S/0033S0 



PCT/US2004/020516 



12/29 



• • 

s 





ml 
o 



o 

■a 



o 
o 




O 

I 

.o 



wo 2005/003350 



PCTAJS2004/020516 



13/29 



St 

•a 

s 



I 



S V ^ 




I a" 




I I 

.o 



o 

I 

.O 



O 

.O 




O 

ai=PH — U 

I 



I 

.o 



ai=P-t— Q 



O 

.o 



o 

1 

0='ZF=0 

.o 



wo 200S/0033SO 



PCT/US2004/020516 



14/29 



a> 

.N 



42 
o 

(J) (O 



o 
o 



o 

O (/} 

s s 

.2> V. 



11 

Q 

■ « 

5 



o 

o ^ 
CD £ 

T3 — 

■o 



O 

'o 
o 

13 



o 
o 

13 
C 

■*— ' . 
<D 



CO 



o 



CD 



0 
O 

c 

<D 

CT 

0 

(/) 

•*-> 
CO 
0 

0 tf 

E o 
o 

-CO ? 
O CO 



0 

0 > 

sz o 
xi 

o CO 

■+- ' ^ 

0 ^3* 

c o 

§ a> 
o- 9 
0 



CO 



0 



c -o 
£ < 

O) 0 
•55 

0 CO 



CO 

0 t$ 

E E 

Q. c 

E o 

o ^ 

O X 

±= ^ 

0 Q. 

CO 3 

>^ E 

0 -9 
CO 

^ CO 

0 4=: 

CO 05 



2 



CO 



CO 



CO in 



wo 2005/003350 



PCT/nS2004/020516 



15/29 



0) 

o 

C 
Q> 
3 
O" 

Q> 
Ui 

O (1) 

o IS 

c ® 
5 q> 



9 

I 



CD 

o 

o 

< ^ 

§2 



0 

E 
p 



g) CD 
CO 



CO 

o 

Q. 

— T3 

C ^ 

CO CD 
Q. -o 

E ^ 

'c 

'co 

c 
o 
o 



I- 



it= CD 



CD 
T3 



C 

0 
I 

to 
-Jo 

CD 

.E to 



CD 

o 



CO 





o 






o 




o 


























1 














< 
















CM < 


o 


o 






-•'SO 




ID 








■ ■ 


< 


■ 


- - <r ■ 


o 


ID 


■ 


o§ ■ 


z 


< 


■ 


z < ■ 


9 




■ 


q3 ■ 

— <. ■ 




< 


■ 


a 








a 


CO 






CO CO 




CO 



CO in 



wo 2005/003350 



PCT/US2004/020516 



16/29 



O 

§■1 

O 

c o 
o c 

o o- 

g «3 



0) 

I- 

o 

(0 



IJ] ^ 



O 1S 



111 
o 
z 

LU 

a 

LU 
CO 

H 
LU 

O 

a: 
< 



o 
o 



1" 

Q < ■ 

o < ■ 

C0< , 



lO 




CO 



wo 2005/003350 



PCTAJS2004/020516 



17/29 



0) 
O 

§1 

§ ^ 
o <o o 

g CD 
O ^ 

3 



© o 



0) 

o 

^ « g. 
X ^ © 

^ IS <^ 

5" S 0) 
•6 g- g) 

O 

II 

.. a 
S ^ 



O 

o 

C 

o 



C 



0) 

Q. 
3 

Q 



Q. 

o 

o 
>» 

E 

0) 
CO 

< 
CO 




< 

a: 
-•— ' 

O) 
i_ 

(0 



o 



o 

ID 
< 

< 
< 



o — 
CO o 



o 

-4— » 

c 

CO 

o 



CD 

o 
c 

3 

o- 

■rj ^ 

«- iS 



LU? 



g 

CD c/> 

O CD 

S 9- 

CD CD 

to C 

^ (D 

0 O) 

co o 
c 

o .2 

X m 
0) >I±> 



in 



a J 

Ul . 
CO LO 



wo 2005/003350 



PCT/US2004/020516 



18/29 



0) 



3 



42 V) 



(0 

c 
o 
o 



o 

(0 



'43 0) 

go 

.11 

.s 

a. 
•S 3 

Q 

■ • 

i 

Pi 



O ^ 
CD ^ 
O" ^ 

0) <i> 

TD — 



< 
O 

o 



CD ^ 
CO 5 



c 

-O CD 



c o 

3 CO 

cr ^ 

CD </) 

CO » 

Is 

11 

O -o 
Q. (D 

^ 1 

o ^ 

. D) (1) 



en 

0) 



CO 

CO 0 



CD 



Q 3 



o 
g 

CO 

t3 CO 

CD <D 

0) ^ 

1 S 

I I 
CO 



-a 
c 

CD 
I 

CO 
0 ^ 
O CO 
c ^ 
CD CO 

a- -u 

CD H= 
CO O 

^ 0 

CO o ^ 

s. ^ ^ 

§- ^ .2 

^ C\J t 
CD O 

E o ^ 
o 

_g CSJ CD 

■o ^ 

= 9^ CO 



CD 



CD 



CD 



CO o 
CD ^ C 
O 2 CD 

_ O CD 

cr cj) CO 

0 CD 

CO CO 

> (D O 

•- £ s 

■O CD P 



(Dec 
9. O CO 

< O a. 



a.-o 



10 



CO 




CO 

c 

CO 

iS E 

§ ^ 
£ o 
0) o 

■q.< 

£ Z 

8 

CO ^ 

o 



> 



CO 



CO 10 



wo 2005/003350 



PCT/US2004/020516 



19/29 



I 

5 (/) 
.2 o 

O O) 

«l 
II 

S-42 
5 o 

S 2 

s 

S 8 

£ 



r 



c 
g 
'en 

c 
E 

0 
Q. 

£ 
o 
O 



J 



CM 
C 

g 

CO 

c 
0 

E 
0 

Q. 

E 
o 
O 



g 
0 

0 

E 

0 
Q. 

£ 
o 
O 



r 



CM 

C 
Q 

0 
CD 



0 
E 

0 
Q. 

£ 
o 
O 



in CO 



lO CO 



< 



CO 



wo 2005/003350 



PCT/DS2004/020516 



20/29 




wo 2005/0033SO 



PCT/US2004/020516 



21/29 



SS O 

42 2 

o c 

o :S 

§t 

g c 

1 1 

II 

as o 

3.2 

« £ 
■S ® 

c a> 
UJ S 

8 

£ .S 
.11 




10 CO 



to CO 



CQ 



wo 200S/0033SO 



PCT/US2004/020516 



22/29 



.O 

? ^ 

§1- 

(0 0) 

II 

o o 

•5 s 

to 

5 
.2 

g-4S 

"2 1 

<D O 

a ^ 

.O) o 
"15 




lO CO 



lO CO 



CQ 



wo 2005/003350 



PCT/US2004/020516 



23/29 




wo 2005/003350 



PCT/US2004/020516 



24/29 




wo 200S/0033S0 



PCT/US2004/020516 



25/29 



.2 

2 
a 



o 



CM 

£ 



|Oj:^iio3 



f80ie/800T€ 
I £80l£/Z.00l£ 

Z80T£/900I€ 
I I801£/S00l£ 



0^ 



lO 
CM 



IT) CM in 

> • 

CM 



lO O 
CD 



eniBA 30Va pezHBuuoN 



wo 2005/003350 



PCT/US2004/020516 



26/29 



.0 

(0 



CM 
CM 

£ 



<0 

o 
S 



Ioj»uo3 



X1IIBJ3S 



66er£/96€I€ 
Z,8£T€/W£T£ 
£6£I£/06£X£ 
I8£T£/8^£l£ 
£80l£/Z,00I£ 



10 



— I 1 — I — 

CO-^CM-«-OOCD'^CNJO 

■ ■ ■ a > ■ • 

T- T- T- 0000 

eniBA 30Va peziieuiJON 



wo 2005/003350 



PCT/nS2004/020516 



27/29 



CM 
LU 

(D 



c 
o 

w c 
S -2 

Ul 0) 

CM O 
O. U_ O 
^ 

< = § 




z 




I— E 





U0|p9jSUBJl 



268ee/9Z8ee 
i788ee/9Z8e€ 

l.68eS/9Z8e€ 

e8888/9Z8ee 

068ee/t^/8ee 
288ee/t^z8e€ 

688ee/ez8ee 
i.88ee/ez8ee 

888e€/Z:Z8C€ 

088ee/2Z8ee 
zesee/izeec 

6Z8e8/U8eC 



E 

CO 

o 



in 

CM 




988e8/0Z88e 

8Z8ec/oz8ee 

988e€/698ee 
ZZ8C€/698€e 

pa^ee^un 



+ 



- 00 CO CM O 

• ■ • ■ 

o o o o 
©n|BA ddV pozHBUiJON 



wo 2005/003350 



PCT/DS2004/020516 



28/29 



CM 
LU 



(0 

w c 
£ o 

liJ £ 
< S=: 

I H ^ 

3" CM = 
Z U- 0) 

UJ -I u 
<(> = o 

^ « 

CM a. 



CO 






lojjuoo 
uoipe^suaii 



i.e6€e/e26C€ 
|oe6ee/2268€ 




g€6ee/oz6e€ 

836e€/036€e 

zz6ce/6i.6ee 
926ee/zt6ee 



c 

0) 

E 



c 
in 

CM 



^C3^oqr--_cqin^coc\|x-o 
o o o o o O CD o o 

eniBA |.N3Sd peziieuijON 



wo 2005/003350 



PCT/US2004/020S16 



29/29 



CM 
HI 

=) 
CD 



c 
o 

m 

(0 c 

2 .2 

UJ I ^ 
< S 1 

? H i 

CM CM O 

Z u- 
uj -J 2 

CO = g 

z 

CO 



^^^^^ 



(O-Quoo 
uonoa^suBJi 






I t^96ec/9t^6ee 
C96e€/zt^6ee 

i7g6ee/9me 

i.96€e/st^6ee 
e96ce/9W€e 





096ec/H'6ee 
6G6ec/et^6€e 

ogeee/zwee 
6t'6£e/i-t'6ee 



c 
E 



CM 



pe}eej;un 



^ CVJ 



—I — I — I — I- 

00 CO CN O 

■ ■ ■ ■ 

o o o o 



©niBA 2N3Sd pazuBUiJON 



